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DearDr. De Bakey:

I hesitateto add to your burdenin the collectionof dataas Head
of che PresidentialCommissionon HeartDisease,Cancer,and the Stroke. I
will thereforediscussonlybrieflythatwhich>in my judgementjis themo~E
importantand yec a n~~e~ nroain the nattis effortto redu~~
fillfromheart,d,i,sq.as,.e,,.,amd,.,,t~e..,~Mke.This areais our ~
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accuratel~evaluatethe individualwithregardto a biochemicalindexof the—— ,....—-,—.-.......,-’...-”,...-----..-.-”!..,,-...-,,.,.,,.. ,,,.,.,,,,,,,,-,r-,,~~~,h,,,.,,.,
actl%ityle~,L,..,Qf.,...ti&cQ~A_&.t&.t-oarg.From thisstaternen-t''''''i`t-'"be.c'o'rn~`~`'"-~~
tfia~-ti~—e-p~oblemrevolves aroundlearningthe causeof arteriosclerosis.It is
in thisareawherethe scientificcommunityhas becomeboggeddownby individuals
and groupsfightingfor the financialsupportof theirown importantbut limited
researchproject;the consequencethereofbeingunjustcriticismof pertinent
variablesin someoneelseslaboratoryand henceprejudiceand confusionwith
littleforwardmovement.

However, at thistime therearea significantnumberof enzymatic
activitiesand specificproteinandnon-proteinfactorswhichhavebeenstat-
isticallycorrelatedwitharteriosclerosis.For justone examplejin my labor-
atorywe have foundthatthe turnoverrateof fibrinogenincreases45.4%, as
a functionof age> in the 53 yr old subject.If subjectsof thisage groupincur
an infarct,the turnoverratewill increaseby 79,2% abovetheyoungnormal
subject. Both increasesabovetheyoungnormalsubjectare significantat P <
0.001.The increaseof the arterioscleroticsubjectwithrespectto the age
matchednormalis significantat P < 0.04.Theseincreasesare not a function
of anticoagulanttherapyor the stress or traumaof themyocardialinfarct.

Althoughjwe haveat thistimea numberof biochemicalindicesof
atherogenesis>theproblemis thatno one
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——~e.::~ . l.-~~~tiityand staff-—..—.. ——..-’--—

whichwouldpermitan ade~a~e._ey.~Ju,aL~onof thede~re,eo,f,qorqelationbetween
-...,,,4,-,,,,..,..,-...,-----....

..-......,,.-,,-. ,..-...,,s,,.,,,,..,,,,.,.,,,.,.-.?.-.!!.,,,,., ,,...,,,-,,,,,.,,,.”,,,,.,,,,
activityor conc,eqtratio,n,lev,els,of thesefactorsand thedegreeof arterlo-
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sclerosxs in the livingand deceasedsubject.
.,,.., ,,...,,,,,,-,,,

1 believethatsucha broadly .
conceived”-stu-dy‘is’notonly feasible”at thistimebut is an int~r~p~of the
fighcagainstvasculardiseaseand thuswill be essentialsooneror later.It
is possiblethatan adequatestatisticalstudyof theknownfactorswhichchange
as a functionof arteriosclerosiswouldallowa regionalcenterto takeany
individualand by measuringthesebiochemicalactivitiesbe ableto predictan
infarctwithina matterof a fewweeksor days.Whilethismay be of limited
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valuejthemore importantdevelopmentwouldbe theavailabilityof facilities
and stafffordeterminingthe effectof therapyon thechangein thesebio-
chemicalindicesand on thephysicalindicesof theprogressor regressionof
arteriosclerosis,With respectto therapy,facilitiesand staffwouldbe
availableforbasicstudiesof intracellularand extracellularcontrolmech-
anisms whichmay change as a functionof vascular diseasejchangeswhich may
be locatedat suchfundamentallevelsas the transcriptionof DNA, translation
of theLUA message,andproteinandenzymesynthesis.

Suificeit to say thatthisis a veryroughand incompleteoutlineof
probablythemostpressingproblemin the areaof heartdiseaseand the stroke..
It is evidentthat the answersmust come from the biochemicalor molecularor
enzymaticlevel.The FraminghamHeartStudymightbe consideredas a guideof’
thacwhichneedsto be doneat themolecularlevelandof thatwhichneedsto :,
be doneat a greatlyincreasedlevelof sensitivityand specificity.

I findit doubtfulthatsucha studyemanatingfromone group>such
as my own>couldsecureadequatesupportthroughtheNIH StudySectionSystem.
However>an approachthroughdirectfinancingby NIH,suchas theirrecent
multi-milliondollarprogramon viruses,wouldappearworkable.Or an approach
or ?roposalemanatingfrom5 or 6 regionalprincipleinvestigatorsand their
co-workersmightbe ableto receiveapprovalthroughtheStudySectionSystem.

I am most interestedin pursuingfurtherthislineof’thoughtand ~
wish to learnyour thoughts>yourrecommendations>and whetherany actionon [

thismattermightbe facilitatedby or forthcomingvia the effortsof your f
commission. ,;

With my kindestregards>I am,
~

i:
Sincerelyyours> }.

$
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4*’
LaurenceO. P lgeramjPh. D.
Director
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